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1 . [3 This communication is responsive to Exam amendment June 20. 2007 . 

2. ^ The allowed claim(s) is/are 1-7.9.10.16 and 36-39 . 

3. □ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
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International Bureau (PCT Rule 17.2(a)). 
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EXAMINER'S AMENDMENT 

An examiner's amendment to the record appears below. Should the changes 
and/or additions be unacceptable to applicant, an amendment may be filed as provided 
by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be 
submitted no later than the payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview 
with Hyun Soon Cho (Recognition No. L0306) and Michael Mercanti Reg No. 33,966 
(Attorney) on June 20, 2007. 

The application has been amended as follows: 

1 . (Currently Amended) A method of preparing a vancomycin-polymer conjugate 
wherein the polymer is conjugated to the sugar amino group of a vancomycin , 
comprising: 

reacting a vancomycin compound of the formula: 
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wherein 

R11 and R12 are independently selected from the group consisting of hydrogen, 
Ci. 6 alkyl[s], C3-12 branched alkyl[s], C 3 -8cycloalkyI[s], Ci_ 6 substituted alkyl[s], C 3 . 8 
substituted cycloalkyl[s], aryl[s], substituted aryl[s], aralkyl[s], d-e heteroalkyl[s], 
substituted Ci. 6 heteroalkyl[s], Ci- 6 alkoxyalkyl, phenoxyalkyl and Ci_ 6 heteroalkoxy[s]; 

R13 is OH, NH-aryl, NH-aralkyl, or NH-C1-12 alkyl; and 

w is 1 or 2; 

in the presence of at least about a ten-fold molar excess of triethvlamine and a sufficient 
amount of dimethvlformamide with a polvalkvlene oxide po l ym e r residue containing at 
least one leaving group capab l e of react i ng that reacts with the sugar amino group 
NRriH of said vancomycin compound i n th e pr e s e nce of at l e ast about a ton fold molar 
e xc e ss of tri e thy l am i n e and a suffici e nt amount of d i methy l formam i d e. 

2. (Currently Amended) The method of claim 1 , wherein said activat e d polvalkvlene 
oxide po l ym e r residue is activated, and wherein the said activated polvalkvlene oxide 
residue is selected from the group consisting of: 
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wherein: 

and R 2 are independently selected from polvalkvlene oxide polym e r residues: 
and R'? are independently selected from branched polvalkvlene oxide 

residues: 

Y1-6 are independently selected from the group consisting of O, S or NR 9 ; 
R3-10 are independently selected from the group consisting of hydrogen, Ci_§ 

alkvl. 

branched alkvl, Cg -a cvcloalkvl. (^substituted alkvl, substituted cvloalkvl, arvl, 
substituted arvl, aralkvl, C i^ g heteroalkvl, substituted Ci_ fi heteroalkvl, Ci-salkoxyalkyl, 
phenoxvalkvl and C i_fi heteroalkoxv G ^a l ky l s, branch e d alkyls, C a-g -oycloa l kyls, 
G^ subst i tut e d alkyls, C ^-g- Substitut e d cy l oa l ky l s, aryls, subst i tut e d ary l s, ara l kyls, 
h e t e roa l ky l s, subst i tut e d C ^ heteroa l ky l s, C ^ a l koxyalky l , phonoxyalkyl and 
h e t e roalkoxys ; 

Ar is a moiety which forms a multi-substituted aromatic hydrocarbon or a multi- 
substituted heterocyclic group; 

Li and L 2 are independently selected from bifunctional linkers; 
B1 and B 2 are independently selected from leaving groups; 
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p and t are independently selected from positive integers; 

n, q and s are independently either zero or a positive integer; and 

o and r are independently zero or one. 



3. (Currently Amended) The method of claim 2, wherein said activated polvalkvlene 
oxide po l ym e r residue is selected from the group consisting of 
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4. (Currently Amended) The method of claim 1 , wherein said act i v a t e d polvalkvlene 
oxide polym e r residue is activated, and wherein said activated polvalkvlene oxide is 
selected from the group consisting of: 
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wherein Bi is selected from the group consisting of: 
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6. (Currently Amended) The method of claim 2, wherein said vancomycin polymer 
conjugate is selected from the group consisting of 
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7. (Currently Amended) The method of claim 1 , wherein said polvalkvlene oxide 
polym e r containing said leaving group is selected from the group consisting of 
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8. (Cancelled) 



9. (Currently Amended) The method of claim 2, wherein Ri and R2 are independently 
selected from polyethylene glycol residues and R'i and R'2 are independently selected from 
branched polyethylene glycol residues. 

10. (Currently Amended) The method of claim 1 , wherein said vancomycin-polymer 
conjugate is selected from the group consisting of 
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and 
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wherein 

PEG is -0(-CH 2 CH 2 0) x -; 
mPEG is H 3 CO(-CH 2 CH 2 0) x -; 

x is a positive integer selected from about 10 to about 2300, and 
U-PEG is selected from the group consisting of 
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11 -15. (Cancelled) 
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16. (Original) The method of claim 1, wherein said molar excess of triethylamine is 
at least about 30-fold. 

17-35. (Cancelled) 

36. (New) The method of claim 1 , wherein said molar excess of triethylamine is at 
least about 20-fold. 

37. (New) The method of claim 1 , wherein said sufficient amount of 
dimethylformamide ranges from about 10 ml/g vancomycin to about 500 ml/g 
vancomycin. 

38. (New) The method of claim 1, wherein said sufficient amount of 
dimethylformamide ranges from about 100 ml/g vancomycin to about 200 ml/g 
vancomycin. 

39. (New) The method of claim 4, wherein said vancomycin polymer conjugate is 
selected from the group consisting of 
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The following is an examiner's statement of reasons for allowance: The instantly 
claimed invention is drawn to vancomycin conjugates to polyalkylene oxide polymer 
residues. The closest prior art is Martinez, et al, US 6,395,266. Martinez et al discloses 
terminally-branched polymeric linkers and polymeric conjugates of a number of drug, 
such as vancomycin, instantly claimed. However, Martinez neither teaches nor 
suggests the specific solvent/base requirements of triethylamine and 
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dimethylformamide to couple the polymers specifically at NRnH, nor does Martinez 
teach or suggest the linkers and conjugates instantly claimed. 

Any comments considered necessary by applicant must be submitted no later 
than the payment of the issue fee and, to avoid processing delays, should preferably 
accompany the issue fee. Such submissions should be clearly labeled "Comments on 
Statement of Reasons for Allowance." 

Conclusion 

Claims 1-7, 9, 10, 16, 36-39 are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Thomas S. Heard whose telephone number is (571) 
272-2064. The examiner can normally be reached on 9:00 a.m. to 6:30 p.m.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Cecilia Tsang can be reached on (571) 272-0562. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published .applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
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you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-91 99 (IN USA OR CANADA) or 571-272-1 000. 
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